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with asymptomatic carotid stenosis, and there are differences in the cerebral
hemodynamic response to carotid endarterectomy (CEA) in patients with
symptomatic and asymptomatic carotid stenosis.
Summary: The authors used dynamic susceptibility contrast magnetic
resonance imaging (DSC-MRI ) and transcranial Doppler scanning tech-
niques to investigate hemodynamic changes in cerebral perfusion induced by
carotid stenosis and how they were affected by CEA. In addition, they
sought to determine whether there were differences between patients with
asymptomatic and symptomatic carotid stenosis. Finally, they examined
differences between gray and white matter, and watershed regions with
respect to these hemodynamic changes.
Twenty three patients with asymptomatic high-grade unilateral carotid
stenosis and 23 patients with symptomatic high-grade unilateral carotid
stenosis were examined with DSC-MRI and transcranial Doppler ultrasound
scanning before CEA and subsequently 3 and 100 days after CEA. Patients
with symptomatic carotid stenosis, in comparison with patients with asymp-
tomatic carotid stenosis, had increased preoperative transit time of the MRI
contrast bolus and lower cerebral blood flow values in the hemisphere
ipsilateral to the high-grade carotid stenosis. These flow abnormalities were
more pronounced in white matter and watershed regions than in gray matter
regions. Asymmetric flow patterns between hemispheres were abolished
with CEA. Improvements over time were greater in patients with symptom-
atic carotid stenosis. With regard to changes with transcranial Doppler
scanning, a breath-holding index, a measure of cerebrovascular reactivity,
improved in the symptomatic carotid stenosis patients after CEA. There was
no change in the asymptomatic patients after CEA.
Comment: The improved ability of patients with asymptomatic carotid
stenosis to hemodynamically adapt to the high-grade carotid lesion may
partially account for a lesser benefit of surgery in patients with asymptomatic
carotid disease.
Kissing stents for treatment of complex aortoiliac disease
Greiner A, Dessl A, Klein-Weigel P, et al. Eur J Vasc Endovasc Surg 2003;
26:161-5.
Conclusions: Technical and short term clinical success for kissing stents in
the treatment of aortoiliac occlusive disease is acceptable. Patency beyond 18
months is inferior to that associated with bypass surgery. Kissing stents should
be reserved for patients at high risk, with limited life expectancy.
Summary: This was a retrospective study to determine technical and
clinical success of the kissing stent technique for treatment of aortoiliac occlusive
disease. Twenty-five patients with either critical limb ischemia or intermittent
claudication secondary to aortoiliac occlusive disease were studied. Forty-one
iliac arteries were described as having “complex stenoses and 8 occluded.” The
procedures were performed via bilateral retrograde femoral artery punctures,
and used either balloon or self-expanding stents. Technical success was defined
as restoration of patency with less than 30% residual diameter stenosis, and
clinical success was defined as improvement in walking distance or improvement
of two Fontaine categories of critical limb ischemia. Patients were followed up
with duplex scanning, and greater than 50% luminal reduction was defined as
peak systolic velocity greater than 230 cm/s. Angiography during follow-up was
performed only when the patient was considered for repeat intervention. A
successful hemodynamic response to stenting was defined as an ankle-brachial
index (ABI) greater than 0.9 in the presence of essentially normal runoff or an
increase in ABI of 0.15 in cases of impaired runoff. The patients were followed
up with physical examination, ABI, exercise testing, and duplex scanning at 1, 3,
6, and 12 months, and then yearly.
Technical success was obtained in 86% of arterial segments treated.
Three puncture site pseudoaneurysms required surgery, and the 30-day
mortality rate was 0%. There were no major amputations within 30 days.
There were two late amputations associated with progression of distal
disease, and seven late deaths. Three follow-up interventions and one
thrombectomy for restenosis were required at a mean of 15.9 9.4 months.
The primary assisted patency rate for the iliac limbs was 94%, 91%, and 65%
at 6, 12, and 24 months, respectively.
Comment: The kissing stent technique has become popular for treat-
ment of complex aortoiliac occlusive disease associated with stenoses, pri-
marily at the level of the aortic bifurcation. Clearly, the 65% 24-month
patency of the iliac limbs is disappointing. However, with the exception of
repair of groin pseudoaneurysms, patients were apparently not harmed by
the procedure, and most stents were patent after 2 years. Depending on
one’s perspective, the data in this article can be used to support the initial use
of catheter-based techniques for treatment of complex aortoiliac occlusive
disease or to support the use of initial bypass surgery in patients who are
appropriate surgical candidates.
Comparison of low-intensity warfarin therapy with conventional-in-
tensity warfarin therapy for long-term prevention of recurrent venous
thromboembolism
Kearon C, Ginsberg JS, Kovacs MJ, and the Extended Low-Intensity
Anticoagulation for Thromboembolism Investigators. N Engl J Med 2003;
349:631-9.
Conclusion: Extended conventional-intensity wafarin therapy (CIWT;
international normalized ratio [INR] 2.0-3.0), compared with extended
low-intensity warfarin therapy (LIWT; INR 1.5-1.9), provides improved
protection against recurrent venous throboembolism (VTE) at no increased
risk for bleeding.
Summary: The authors previously determined that patients with idio-
pathic venous thrombosis had a decreased incidence of recurrent VTE if
warfarin therapy was continued for 2 years rather than discontinued after 3
months. No patient had recurrent VTE with extended warfarin therapy
(INR 2.0-3.0). However, overall therapeutic efficacy was limited by in-
creased bleeding. In this study the authors performed a randomized, double-
blind study in patients with VTE to compare extended warfarin therapy with
an INR target of 1.5-1.9 (low intensity) to extended warfarin therapy with
an INR target of 2.0-3.0 (conventional intensity).
Seven hundred thirty-eight patients treated for 3 months or longer with
warfarin because of idiopathetic VTE were randomized to receive either
continued CIWT or continued LIWT . Average follow-up was 2.4 years.
Three hundred sixty-nine patients were assigned to LIWT, and 16 had
recurrent VTE (1.9 per 100 person-years). Of 369 patients assigned to
CIWT, 6 had recurrent VTE (0.7 per 100 person-years). The hazard ratio
for recurrent VTE with extended LIWT versus extended CIWT was 2.8
(95% confidence interval [CI], 1.1-7.0).
Major bleeding was defined as clinically overt bleeding associated with
a hemoglobin decrease of 2.0 g/dL, need for transfusion of two or more
units of red blood cells, or bleeding that involved critical sites such as the
retroperitoneum or intracranium. There was a major bleeding incidence of
1.1 events per 100 person-years in the LIWT group and 0.9 events per 100
person-years in the CIWT group. The hazard ratio for major bleeding with
LIWT versus CIWT prolonged warfarin therapy was 1.2 (95% CI, 0.4-3.0).
There was also no significant difference in the frequency of overall bleeding
between the two groups.
Comment: Unprovoked VTE is defined as VTE occurring without an
obvious transient risk factor, such as surgery or trauma. Patients may have an
underlying coagulation disorder, and in this study 35% of the patients had
either a factor V Leiden abnormality or an abnormality in the prothrombin
gene. The data strongly indicate that prolonged warfarin therapy for patients
with unprovoked VTE clearly reduces the risk for recurrent VTE. Overall,
LIWT given after 3 months of CIWT reduces subsequent VTE by approx-
imately 75%. Prolonged CIWT reduces the subsequent risk for recurrent
VTE by 90%. For patients without prohibitive risk factors for bleeding and
with unprovoked VTE, prolonged warfarin therapy is clearly indicated.
Inhibition of clinical benefits of aspirin on first myocardial infarction
by nonsteroidal anti-inflammatory drugs
Kruth T, Glynn RJ, Walker AN, et al. Circulation 2003;108:1191-5.
Conclusion: There may be an increased rate of myocardial infarction
(MI) in apparently healthy male physicians taking prophylactic aspirin therapy
who also use nonsteroidal anti-inflammatory agents (NSAIDs) on a regular
basis, compared with those taking aspirin therapy with less use of NSAIDs.
Regular use of NSAIDs not specific to the cyclooxygenase-2 (COX-2) coen-
zyme may impede the beneficial cardiovascular effects of aspirin.
Summary: This is a subgroup analysis of the Physician’s Health Study
(PHS). In the PHS, 23,071 apparently healthy male physicians between 40
and 84 years of age at entry and without a history of cardiovascular disease or
other major illness were randomized to receive either 325 mg of aspirin every
other day, -carotene every day, both active agents, or both placebos. The
study was stopped in January 1998, because of the emergence of a significant
beneficial effect of aspirin on the development of first myocardial infarction.
Aspirin provided a 44% risk reduction in myocardial infarction in the
participants in the study (P  .00001).
Aspirin is thought to prevent ischemic events by irreversible inhibition
of cyclooxygenase-1 (COX-1). NSAIDs exert their effects primarily by
inhibition of COX-2 and subsequent reduced prostaglandin production.
Many NSAIDs, however, also inhibit COX-1. Aspirin and NSAIDs share a
common binding site on COX-1. NSAIDs may compete for binding sites
with aspirin on the COX-1 isoenzyme, raising the possibility that NSAIDs
may obviate the beneficial cardiovascular effects of aspirin.
In the PHS, data were recorded on NSAID use. In this subgroup analysis
the authors found that participants in the PHS who used NSAIDs from 1 to 59
days per year did not have an increased risk for MI (relative risk [RR], 1.21; 95%
confidence interval [CI], 0.78-1.87). However, participants in the study who
were randomized to aspirin and who used NSAIDs more than 60 days per year
had an increased relative risk for first MI, compared with those who did not use
NSAIDs (RR, 2.86; 95% CI, 1.25-6.56).
Comment: Post hoc analysis such as that presented in this study
provides the basis and rationale for design of proper prospective trials. Post
hoc analyses should not be regarded as definitive studies. The authors are
correct in urging caution in interpreting the implications of their data.
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